megsured 00 d a i l y i n 14 i n f a n t s who had ROS. Mean b i r t h w e i g h t o f t h e s e i n q a n t s was 1.4 (range 0.98 t o 2.5) k , g e s t a t i o n a l age 31.6 (29-36) wk and 1 m i n Apgar score 3.0 (1-57.
VO was megsu r e d a t 24, 48, 72, and 96 h r p o s t n a t a l age. We fougd t h a t VO decreased s i g n i f i c a n t l y from 8.3?0.9(SE) ml/min/kg a t 24 h r t o 2 6.5i0.8 ml/min/kg a t 48 h r o f age. T h e r e a f t e r , no s t a t i s t i c a l l y s i g n i f i c a n t changes were found (5.5t0.5 ml/min/kg a t 72 h r and 5.3t0.6 ml/min/kg a t 96 h r ) . These l a t t e r values a r e w i t h i n t h e normal range o f h e a l t h y p r e -t e r m infant:.
Our r e s u l t s d i f f e r f r o m those p r e v i o u s l y r e p o r t e d wherein VO was below normal a t 24 h r and t h e n s i g n i f i c a n t l y above norma12at 96 h r . We conclude t h a t i n f a n t s w i t h ROS have e l e v a t e d VO i n t h e f i r s t 24 h r and approach normal l i m i t s i n 2-3 days. WZ surmise t h a t improvements i n c l i n i c a l care, n o t a b l y t h e use o f mechanical v e n t i l a t i o n , have r e s u l t e d i n a change i n t h e p a t i e n t sampling p o p u l a t i o n and t h a t these r e s u l t s a r e a r e f l e c t i o n o f t h i s improved c a r e which has a l t e r e d t h e course o f t h e disease. We a l s o have shown t h a t t h e i n c r e a s e d VO observed a t 24 h r i s n o t d i r e c t l y r e l a t e d t o seve- Rosen. A l b e r t E i n s t e i n C o l l e g e o f Medicine, Monte--f i o r e Medical C e n t e r , Dept. of P e d i a t r i c s , Bronx, New York.
Bone i s a major r e s e r v o i r f o r Pb (and Zn) and t h e primary s o u r c e of Pb m o b i l i z e d by CaNa2EDTA. P r e v i o u s s t u d i e s have shown t h a t CaNa2EDTA d e p l e t e d Pb and Zn from bone e x p l a n t s ; and we have r e p o r t e d t h a t Pb-poisoned c h i l d r e n e v i d e n c e a d e p r e s s i o n i n serum Zn p o s t -c h e l a t i o n . This s t u d y was undertaken t o u n d e r s t a n d i nt e r a c t i o n s between Pb, Zn and Ca i n bone o r g a n c u l t u r e . P r en a n t r a t s (on day # 1 8 of g e s t a t i o n ) were i n j e c t e d IV w i t h 2@'Ph and 45ca. On day #19, p a i r e d f e t a l bones were c u l t u r e d i n medium w i t h d i f f e r e n t c o n c e n t r a t i o n s of Zn, a s ZnSoq. A f t e r 3-5 days o f c u l t u r e , 203pb and 4 5~a r e l e a s e d from bones i n t o t h e e x p e r imental medium (EM) were compared t o t h a t r e l e a s e d from bones i n t h e c o n t r o l medium (CM). The e f f e c t s of modifying Zn c o n c e n t r at i o n s i n t h e E M were e x p r e s s e d a s cpm EM/CM r a t i o s . The r e s u l t s were:Zn C o n c e n t r a t i o n , M EM/ CM ~a i i o f o r 2 0 3~b R e l e a s e 4 x 10-6 ( c o n t r o l )
1 . 0 0 10-7 1.79i10* l o + 3.49+.10** * = p < . 0 1 v s c o n t r o l 10-5 .81+.14* **=p< .001 v s c o n t r o l 10-4
. 5 6 t .13** P a r a l l e l r i s e s i n 4 5~a r e l e a s e accompanied t h e enhanced e f f l u x o f 2@3Pb i n low Zn medium.
C o n c l u s i o n s : 1 ) Low Zn c o n c e n t r a t i o n s i n medium (ECF) enhance bone r e s o r p t i o n and 203pb e f f l u x ; i nh i b i t i o n o f bone r e s o r p t i o n was found i n h i g h Zn medium: 2) These d a t a may a c c o u n t , i n p a r t , f o r t h e "rebound" i n blood Pb p o s tc h e l a t i o n i n c h i l d r e n . F i b r o b l a s t s from a p a t i e n t w i t h homocystinuria and megalob l a s t i c anemia o f i n f a n c y i n c o r p o r a t e d l a b e l e d cobalamin normally i n t o c e l l s where most o f i t was bound as observed i n c o n t r o l c e l l s . Cohalamin metabolism i n these c e l l s d i f f e r e d from t h a t i n c o n t r o l c e l l s i n t h e d i s t r i b u t i o n o f i n t r a c e l l u l a r cobalamins, most s t r i k i n g l y i n a s e l e c t i v e d e f i c i e n c y of i n t r ac e l l u l a r methyl cobalamin i n t h e presence o f normal l e v e l s of i n t r a c e l l u l a r adenosyl cobalamin.
Two a b n o r m a l i t i e s o f m e t h i o n i n e synthetase a c t i v i t y were observed i n t h i s p a t i e n t ' s c e l l s . Enzyme a c t i v i t y i n e x t r a c t s o f t h e p a t i e n t ' s c e l l s showed r e s i s t a n c e t o t h e e f f e c t o f n i t r o u s o x i d e on i n t a c t c e l l s , suggesting t h a t t h e methionine synthase i n t h e p a t i e n t i s n o t a c t i v e . The p a t i e n t ' s enzyme showed a g r e a t e r s e n s i t i v i t y t o t h i o l s i n t h e r e a c t i o n m i x t u r e and showed a g r e a t e r response t o betamercaptoethanol as compared t o d i t h i o t h r e i t o l . This observ a t i o n suggests t h a t t h e methionine synthetase enzyme i n e x t r a c t s o f the p a t i e n t ' s c e l l s i s e i t h e r more l a b i l e t o oxidat i o n o r i s d e f i c i e n t i n a r e d u c t i o n s t e p t h a t i s r e q u i r e d f o r methionine s y n t h e s i s . The a d d i t i o n o f small q u a n t i t i e s o f normal e x t r a c t c o r r e c t e d t h e d e f e c t of methionine synthetase i n e x t r a c t from t h e p a t i e n t suggesting t h a t t h e d e f e c t i n v o l v e s a s t e p o t h e r than m e t h i o n i n e synthetase and one which might be r e l a t e d t o t h e r e d u c t i o n of components d u r i n g t h e enzyme r e a c t i o n .
PROPIONIC ACIDEMIA, A VARIANT FORM, Claude S a n s a r i c q , Selma E. Sn derman, Fred B. G o l d s t e i n , New York Uni-1221 v e r s i t v Medical C e n t e r . New York Citv-A l a c k of c o r r e l a t i o n between c l i n i c a l symptoms and t h e d e g r e e of enzyme a c t i v i t y i n p r o p i o n i c acidemia h a s been r e p o r t e d ; s i bl i n g s of symptomatic p a t i e n t s have had g r e a t l y reduced p r o p i o n y l CoA c a r b o x y l a s e a c t i v i t y without any c l i n i c a l s e q u e l l a e . The opp o s i t e s i t u a t i o n o c c u r r e d i n two s i s t e r s who had t y p i c a l s e v e r e symptoms and marked e l e v a t i o n of serum p r o p i o n i c a c i d l e v e l s b u t lymphocyte enzyme a c t i v i t y was 112 normal. Two male s i b l i n g s had succumbed i n i n f a n c y w i t h symptoms s u g g e s t i v e of t h e same d i s o rd e r . There was n e i t h e r c l i n i c a l r e s p o n s e n o r enzyme enhancement a f t e r b i o t i n s u p p l e m e n t a t i o n . Enzyme a c t i v i t y of t h e f a t h e r was normal b u t t h a t of t h e asymptomatic mother was i n t h e same r a n g e a s t h e two d a u g h t e r s l . T h i s was of p a r t i c u l a r i n t e r e s t i n t h a t we have observed reduced a c t i v i t y of t h e -f a t h e r and normal a c t i v i t y of t h e mothers of o t h e r p a t i e n t s w i t h p r o p i o n i c acidemia who had minimal enzyme a c t i v i t y . These f i n d i n g s s u g g e s t a v a r i a n t of t h e d i s o r d e r w i t h an u n u s u a l p a t t e r n of i n h e r i t a n c e .
I k k L Claude Sansaricq, Selma E. Snyderman N e w Y o r k University Medical Center, Dept. Peds.
Propionyl C o A carboxylase a c t i v i t y was determined i n patients and obligate heterozygotes f o r propionic acidemia and c o n t r o l subjects. The assay was performed on lymphocytes using sodium bicarbonate. There were 5 males and 5 females i n the heterozygotes group and 5 males and 4 females i n t h e control group. The table lists t h e propionyl C o A a c t i v i t y i n picomoles/minute/mg protein. heterozygotes demonstrated a c t i v i t y one h a l f o f normal. However t h e a c t i v i t y o f female heterozygotes was i n t h e same range as t h a t o f controls.
Although complementation studies could n o t b e performed it i s highly unlikely t h a t any o f these patients f e l l i n t o t h e P c c C group in which the heterozygotes do have normal a c t i v i t y since a l l the patients' fathers d i d demonstrate the reduced activity. This difference in a c t i v i t y between male and female heterozygotes has also been observed i n MSUD. Although there i s n o explanations for t h e sex difference the finding i s o f interest i n t h a t it demonstrates t h a t lymphocyte enzyme a c t i v i t y cannot always b e relied on t o determine t h e heterozygous state.
